Purpose: To evaluate the efficacy and safety of sildenafil in orodispersable tablets of 50 mg vs. placebo in men with erectile dysfunction (ED). Methods: A blind, comparative, placebo controlled, randomized study was developed in 106 patients with ED. They randomly received sildenafil orodispersable 50 mg (Group I) or placebo (Group II) 3 times per week, 1 hour before sexual activity, during 4 weeks. The efficacy was evaluated by IIEF-5 and the adverse events (AE) by poll. Results: After 4 weeks a percentage improvement of the ED was observed in Group I patients 44% of whom became without ED vs. 2% of Group II, with an additional statistical significant improvement evidenced respect to the placebo in the IIEF-5 score from 13.7 ± 4.9 to 19.9 ± 4.4 vs. 13.1 ± 4.0 to 17.8 ± 4.9 in the placebo group, Confidence Interval (CI95%): 19.90 vs. 13.98, respectively, p < 0.001. Regarding the basal value, a total increment of the IIEF-5 was observed, at the end of the 4 weeks treatment of 60% in Group I vs. 10% in Group II. In Group I was evidenced an statistical significant improvement of the IIEF-5 in each of the 5 questions at the end of the 4 weeks, specially in questions 3, 4, and 5 related to keeping the erection and satisfaction (p < 0.0001). The AE were mild, transient and could be tolerated. No patient dropped out because AE. Conclusions: Sildenafil was superior to placebo, substantially improved the IIEF-5 scores, showing a statistical significant therapeutic response in the ED treatment and it was safe and well tolerated.
Introduction
Erectile dysfunction (ED) is defined as the inability to achieve and/or maintain an erection sufficient for a satisfactory sexual intercourse, a pathology of high repercussion and frequency in the male population, specially as they become older. It is also associated with neurological and endocrine sickness, as well as with medicament such as beta-blockers or methyldopa and factors that modify the lifestyle such as tobacco addiction and excessive alcohol consumption. The ED has consequences not only physical but psychological of great relevance to couple's lives [1] . Epidemiological studies have demonstrated that ED is a very frequent pathology. For practical purposes it can be said that at age 40 close to 40% of male population suffers from some degree of erectile dysfunction. The epidemiological study DENSA (Disfunción Eréctil en el Norte de Suramérica-ED in the North of South América) developed in Colombia, Venezuela and Ecuador, in which 1946 males older than 40 years were interviewed, is the more direct evidence that exists on this issue in our country. This study revealed a 53% ED incidence in men older than 40 in the North of South America [2] [3] .
The Sildenafil Citrate is a powerful selective inhibitor of phosphodiesterase type-5 (PDE 5), which is the predominant isozyme that inactivates cyclic guanosine monophosphate (GMP-c) in the corpus cavernosum of the penis. In the presence of a sexual stimulus and under the influence of the liberation of nitric oxide by the nerves of the penis, increases the concentration of GMP-c, and due to this reason, when it does not degrade, it helps the achievement of erection [4] [5] [6] . The daily dose usually recommended is 25 -50 mg, and should not exceed 100 mg/day [7] [8] . The safety results in 550 subjects treated for at least one year demonstrated that this medicament is well tolerated [9] [10], and the incidence of adverse effects (AE) has been reported in the literature as: Neurologic: Headaches, dizziness. Cardiovascular: Blushing, mild transitory hypotension. Digestive: Dyspepsia. Ophthalmologic: Mild and transitory visual disorders such as abnormal color vision, increasing light perception or blurry vision [11] [12] [13].
During medical consultation at "Domingo Luciani" Hospital in 1999, a high prevalence of erectile dysfunction was found in male patients seeking evaluation, especially in those between 40 to 70 years old range (64% of 579 patients) [3] .
This research protocol fully satisfied the recommendations for clinical trials, drugs evaluation and the ethical principles of the Helsinki Declaration, reviewed in latest world conferences and current legislation [14] . Additionally it was approved by "Domingo Luciani" Hospital Institutional Ethical Committee. The aim of this study was to evaluate the efficacy and safety of 50 mg Sildenafil orodispersible tablets vs. placebo in males with ED.
Materials and Methods
300 male patients were preselected and extracted from a total population of 3345 males that came to "Domingo Luciani" Hospital, in a period of 18 months (April 
Inclusion Criteria

1)
To have signed an informed consent prior to the incorporation to this research.
2) To be male subjects older than 18 years old.
3) Not to have history or background of alcohol and/or drug addiction.
4)
To have high probabilities of compliance with established procedures of this research protocol, namely: intake of tablets, weekly visits follow up and additional requirements to successfully finish the study.
5)
To be patients classified with erectile dysfunction confirmed by the mentioned IIEF-5.
6) To have a stable partner.
Exclusion Criteria
1)
To be hypersensitive to the drug studied.
2) To have a background or condition that might be considered as a risk factor in sildenafil intake, according to the criteria of the Medical Researcher.
3) To be a subject that receives or has received any kind of drug prior to the start of the study, among them phosphodiesterase inhibitor, without prior authorization of the Medical Researcher.
4) To be subject that has been receiving drugs that interact with the drug researched (givers of nitric oxide or nitrates in any of its pharmaceutical forms, antiplatelet, warfarin, alcohol, cimetidine, erythromycin and ketoconazole).
5) To be subjects with cardiovascular diseases, oclusive arterial disease, liver or kidney failure, hereditary retinitis pigmentosa, history of priapism or sickenesses that predispose to the same (Sickle cell anemia, multiple myeloma or leukemia), blood dyscrasias, active peptic ulcer, and infection. In this phase III study blind, randomized, placebo controlled, and after having written informed consent recruited patients were divided in 2 groups and were scheduled to receive codified tablets. This was done with prior training in the way of intake, finally being arranged in the following manner ( Figure 1 
Results
This study started with 106 patients and ended with 102 because during its execution four patients were excluded due to non compliance with point 4 of the above captioned inclusion criteria. The average age of patients evaluated was 53.6 years and according to the IIEF-5 all had a degree of ED ( Table 1 ).
The degree of severity of the ED before initiating the treatment was in Group I: Mild 28%, moderate 48% and severe 24% ( In reference to the weekly behavior of the IIEF-5, a progressive increment is observed that reaches its peak at the fourth week, in Group I; while the same trend was NOT observed in Group II (p < 0.001). With respect to the baseline value, a total increase of IIFE-5 is observed, at the end of the 4 weeks of treatment of 60% of patients in Group IA vs. 10% of the placebo group (Figure 2 ).
In Table 4 one observes a statistical significant improvement of the IIEF-5 at 
Discussion
The appearance of sildenafil, as the first medicament to treat the ED, unleashed an avalanche of research and knowledge regarding the challenges of this pathology worldwide [18] [19] [20] [21] . The IIEF term abridged is the most used internationally to classify the ED and evaluate the same after any treatment [15] [17]. It was used in this research.
In a multidimensional multicenter study that evaluated the efficacy of sildenafil in 22 patients that were hemodyalized with ED, it was uncovered that 36,4%
of the patients manifested a mild dysfunction, 50% moderate and 13.6% severe.
This happened before initiating the treatment. At the end of the treatment, the ED evolved improving so that: Without dysfunction, in 13.6% of the patients; mild, in 40.9%; moderate, in 36.4% and remained severe in 9.1% [16] . In another study which included 32 patients with ED that also evaluated the efficacy of sildenafil it was found that 9.3% showed a mild dysfunction, 71.8% moderate and 18% severe, before initiating the treatment. After 4 weeks of treatment the ED evolved improving, namely: Without dysfunction 18.7%, mild 59.3%, moderate 12.5% and severe 9.3% [21] .
In this research, at the end of the 4 week of treatment, the ED evolved, improving in those patients that received the active principle. Specifically a: Without dysfunction 44%, mild 36%, moderate 14% and severe 6% (Table 2 ). There was no good evolution in the group of patients that received the placebo (Table 3) .
On the other hand, in this research, in the group that received placebo, it was observed a discrete, small increment of the mild ED. This could be explained by the fact that the pattern of response to the placebo is transitory and tends to decrease with time. Thus, with the use of placebo, this is one of the phenomena that must be considered in the responses of short duration obtained with the oral treatments for ED, specially in those patients that show a depressive substratum [18] .
In a study that included 20 patients with ED without associated comorbidity, developed to evaluate the clinical efficacy of a new chewable sildenafil presentation, equivalent to 50 mg of the traditional presentation. It is noticeable that using this pharmacological presentation 95% of the patients showed an improvement of 3 points or more in the IIEF-5 results when comparing performance before and after treatment. This difference is significant with a P value < 0.05 Case Reports in Clinical Medicine [12] . In this clinical trial for Group I patients that received the active principle, at the 4 week, it was evidenced an statistical significant improvement respect to the placebo, in the scoresheet of the IIEF-5 from 13.7 ± 4.9 to 19.9 ± 4.4 vs. 13.1 ± 4.0 to 17.8 ± 4.9 in the placebo group (Media of CI 95%: 19.90 vs. 13.98, respectively, p < 0.001). In the same manner, respect to the basal, a total increment of the IIEF-5 was observed, of 60% in Group I vs. 10% in Group II. In a multicenter study that evaluated the efficacy of sildenafil in 22 patients hemodyalized with ED, it was observed, at the end of the study, an improvement of the scoresheet of the IIEF-5, specially in questions 1 and 5, related to the confidence in fulfilling the sexual intercourse (p < 0.001) and the satisfaction of the same (p < 0.001).
Only category entitled "erection maintenance until the end" was not statistical significant p > 0.05 (initial 2.66 vs. final 3.04) [16] . In this research it was observed a statistical significant improvement of the IIEF-5 in each of the 5 questions at the end of the treatment, specially in questions 3, 4 y 5 related to the maintenance of the erection and satisfaction of the same (p < 0.0001).
In a study performed in 20 patients with erectile dysfunction that received chewable sildenafil with follow up lower than 4 weeks (1 week), 18 of the 20 patients showed adverse effects: Headache 6; flushing 6; red eyes 1; pruritus/itch 1, dyspeptic complaints 1, nasal congestion 2; heart beatings 1 [12] . In another study that included 22 patients with ED in hemodyalisis, adverse events were manifested in 54.5% of the subjects. These AE were mild and transitory. They were the following in frequency order: Headache (30%); flushing (27.5%) and nasal congestion (24%). It was concluded that Sildenafil, even in those patients, was safe effective [16] . In another clinical trial where it was evaluated the efficacy and tolerance of sildenafil in 125 patients with ED where 117 (94%) were included in the tolerance analysis and 114 in the efficacy (97%). It was observed that in 36/117 (31%) of the cases patients manifested AE related with medicament. The most frequent AE were: Headache in 18 subjects (15%); flushing in 10 (8.5%) and nasal congestion in 3 (2.6%). All AE were mild and moderated [10] .
In this clinical trial the most frequent adverse events by group of study were:
Group I: flushing (16%); headache (14%); dyspepsic complaints (6%); red eyes (4%), nasal congestion (2%) vs. Group II: Headache (4%); flushing (2%); red eyes (2%). These AE were mild, transitory and well tolerated. It did not require discontinuing the treatment in none of the patients evaluated. These AE were no different than the ones described in other studies published of sildenafil in other forms of pharmacological presentation [12] [22] [23] .
Conclusion
Sildenafil in orodispersible tablets was superior to placebo, significantly im- 
